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What Is Claimed Is: 



10 



15 



20 



25 



30 



1. 



R 11 ?12 



A compound of Formula I: 



wherein A is selected fr 
wherein X is selected fro: 
^.NR 10 with Rio selected 
wherein each of R± and R9 
selected from hydrido, al 
haloalkyl, alkoxycarbonyl , 





( I ) 



methylene, CO, SO and S02; 
oxygen atom, methylene and 
om hydrido, alkyl and benzyl; 

s a group independently 
cycloalkyl, alkoxyacyl, 
enzyloxycarbonyl , 
loweralkanoyl, haloalkylacyl\, phenyl, benzyl, naphthyl, 
and naphthylmethyl, any one ®f which groups having a 
substitutable position may be\ optionally substituted with 
one or more radicals selected\fVom alkyl, alkoxy, alkenyl, 
alkynyl, halo, haloalkyl, cyanp and phenyl, and wherein 
the nitrogen atom to which Ri and Rg are attached may be 
combined with oxygen to form an\N-oxide; wherein R2 is 
selected from hydrido, alkyl, dlalkylaminoalkyl , 
alkylacylaminoalkyl , benzyl and Ipycloalkyl; wherein R3 is 
selected from alkyl, cycloalkylalkyl, acylaminoalkyl, 
phenylalkyl, naphthylmethyl, arylV heterocyclicalkyl and 
heterocycliccycloalkyl, wherein the cyclic portion of any 
of said phenylalkyl, naphthylmethyu , aryl, 

heterocyclicalkyl and heterocyclicqycloalkyl groups may be 
substituted by one or more radicals\ selected from halo, 
hydroxy, alkoxy and alkyl; wherein e\ach of R4 and R6 is 
independently selected from hydrido, elkyl, benzyl and 
cycloalkyl; wherein each of R5 and R8\is independently 
selected from 
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— [ CH m 



R13 



R 14 



CSC-V 



III 



-■1. any one of which may be 
rofyps selected from alkyl. 



wherein V is selected from hydrido, alkyl, cycloalkyl, 
haloalkyl, benzyl and phenyl; wherein each of R13 and 
R14 is a radical independently selected from hydrido, 
alkyl, alkenyl, alkynyl, cy\cloalkyl, phenyl, 
heterocyclic, heterocyclicaiLkyl and 

heterocycliccycloalkyl; wherein R7 is selected from 
substituted or unsubstitutedi alkyl, cycloalkyl, phenyl, 
W 10 cycloalkylalkyl and phenylall 
Ti substituted with one or more 

b hydroxy, alkoxy, halo, haloalkyj/^alkenyl , alkynyl and 

cyano; wherein each of Rn and R12 is independently 
pj selected from hydrido, alkyl, ttialoalkyl, dialkylamino 

*5 15 and phenyl; and wherein m is zero or one; wherein n is a 
H number selected from zero through five; wherein p is a 

number selected from zero through five; and wherein q is 
a number selected from zero through five; or a 
pharmaceutically-acceptable salt\thereof . 

20 

2 . Compound of Claim! Inhere in A is selected 
from methylene, CO, SO and S02; wtterein X is selected from 
oxygen atom, methylene and ^NRio with Rio selected from 
hydrido, alkyl and benzyl; wherein \pach of Ri and R9 is 

25 independently selected from hydrido! lower alkyl, 

haloalkyl, cycloalkyl, alkoxycarbonyl., benzyloxycarbonyl , 
loweralkanoyl , alkoxyacyl, phenyl and benzyl, and wherein 
the nitrogen atom to which Ri and R9 are attached may be 
combined with oxygen to form an N-oxide; wherein each of 

30 R2. R4 and R6 is independently selected from hydrido and 
alkyl; wherein R3 is selected from phenmalkyl , 
naphthylmethyl , cyclohexylalkyl, cyclopen^ylalkyl , 
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heteroarylalkyl and\ heteroarylcycloalkyl; wherein each of 
R5 and Rs is independently selected from 




C33C-V 



wherein V is selected from hydrido, alkyl , haloalkyl, 
benzyl and phenyl; wherein each of R13 and R14 is a 
radical independently selected from hydrido, alkyl, 
alkenyl, alkynyl, cycloaikyl, heteroaryl, 
heteroarylalkyl and heterparylcycloalkyl ; wherein R7 is 
selected from substituted\ or unsubstituted 
cyclohexylmethyl and benzyil, either one of which may be 
substituted with one or morexgroups selected from alkyl, 
hydroxy, alkoxy, halo and ^alroalkyl; wherein each of Rn 
and R12 is independently selected from hydrido, alkyl. 



dialkylamino and phenyl; wherein m is zero or one; 
wherein n is a number selected from zero through five; 
wherein p is a number selected from zero through five; 
and wherein q is a number selected from zero through 
five; or a pharmaceutically-lcceptable salt thereof. 



3 . Compound of Claim S^wherein A is selected 
from methylene, CO, SO and S02^; wherein X is selected from 



oxygen atom, methylene and ^.NRio with Rio selected from 
hyrido, alkyl and benzyl; wherein each of Ri and R9 is 
independently selected from hydisido, alkyl, alkoxyacyl, 
haloalkyl, alkoxycarbonyl , benzyioxycarbonyl and benzyl, 
and wherein the nitrogen atom to Which Ri and R9 are 

attached may be combined with oxygen to form an N-oxide; 
wherein each of R2 , R4 and R6 is independently selected 
from hydrido and alkyl; wherein R3\is selected from 
benzyl, phenethyl, cyclohexylmethylV phenpropyl, 
pyrrolidinyl, piperidinyl, pyrroliddaiylmethyl. 
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piperidinylmethyl, pVrazolemethyl, pyrazoleethyl, 
pyridylmethyl, pyr idyl ethyl , thiazolemethyl, 
thiazoleethyl, imidaaolemethyl, imidazoleethyl, 
thienylmethyl , thienyiLethyl , furanylmethyl, furanylethyl, 
oxazolemethyl, oxazoleethyl, isoxazolemethyl, 
isoxazoleethyl, pyridazinemethyl , pyridazineethyl, 
pyrazinemethyl and pyrazineethyl ; wherein each of R5 and 
R8 is independently selected from 



(CH 2 ) 



R13 



R 14 



CsC-V 



1 



wherein V is selected fromWrlydrido, alkyl and haloalkyl; 
wherein each of R13 and R14 is a radical independently 
selected from hydrido, alkyu., alkenyl, alkynyl, thiazole 
and thiazolemethyl; wherein\R7 is cyclohexylmethyl ; 
wherein each of Rn and R12 \is independently selected 
from hydrido, alkyl, dialkylkmino and phenyl; wherein m 
is zero or one; wherein n is\a number selected from zero 
through five; wherein p is a clumber selected from zero 
through five; and wherein q is a number selected from 
zero through five; or a pharma,ceutically-acceptable salt 
thereof. 

4 . Compound of ClaVLn/3 wherein A is selected 
from CO and S02; wherein X is selected from oxygen atom, 
methylene and ^^NRi 0 with Rio selected from hydrido and 
methyl; wherein each of Ri and Ra is independently 
selected from hydrido, lower alkyl, alkoxyacyl, 
alkoxycarbonyl , benzyloxycarbonyl ,\ haloalkyl and benzyl, 
and wherein the nitrogen atom to which Ri and R9 are 
attached may be combined with oxygen to form an N-oxide; 
wherein R2 is selected from hydrido A methyl , ethyl and 
isopropyl; wherein R3 is selected froim benzyl, phenethyl, 



cyclohexylmethyl , jWrrolidinyl, piperidinyl, 
pyrrolidinylmethyl A piperidinylmethyl , pyrazolemethyl , 
pyrazoleethyl, pyridylmethyl , pyridylethyl, 
thiazolemethyl, thiaaoleethyl, imidaz ol erne thy 1, 
imidazoleethyl , thieOTlmethyl , thienylethyl , 
furanylmethyl, furanylethyl , oxazolemethyl , oxazoleethyl , 
isoxazolemethyl , isoxaioleethyl, pyridazinemethyl, 
pyridazineethyl, pyrazifiemethyl and pyrazineethyl ; 



wherein each of R4 and RV; is independently selected from 
hydrido and methyl; wherein each of R5 and R8 is 
independently selected frfc>m 



(CH 2 )- 



R13 



CssC-V 



wherein V is selected from hydbrido, alkyl and 
trif luoromethyl; wherein each &f R13 and R14 is a 
radical independently selected ttrom hydrido, alkyl and 
alkynyl; wherein R7 is cyclohexylmethyl; wherein each of 
Rll and R12 is independently selected from hydrido, 
alkyl, dialkylamino and phenyl; wherein m is zero; 
wherein n is a number selected frdm zero through five; 
wherein p is a number selected from zero through five; 
and wherein q is a number selected ttrom zero through 
five; or a pharmaceutically-acceptable salt thereof. 



5 . Compound of Claim 4 wherein A is selected 
from CO and SO2 ; wherein X is selected from oxygen atom 
and methylene; wherein each of Ri and\R9 is independently 
selected from hydrido, methyl, ethyl, h-propyl, isopropyl, 
benzyl, b, b, b-trif luoroethyl , t-butyAoxycarbonyl and 
methoxymethylcarbonyl , and wherein the aitrogen atom to 
which Ri and R9 are attached may be combined with oxygen 
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to form an N-oxid4; wherein R2 is selected from hydrido, 
methyl, ethyl and \isopropyl ; wherein R3 is selected from 
benzyl, cyclohexylmethyl , phenethyl, pyrazolemethyl, 
pyrazoleethyl, pyrMylmethyl , pyridylethyl, 
thiazolemethyl, thikzoleethyl, imidazolemethyl, 
imidazoleethyl, thieWlmethyl , thienylethyl , 
f uranylmethyl , f uranylethyl , oxazolemethyl , oxazoleethyl , 
isoxazolemethyl, isox^azoleethyl , pyridazinemethyl , 
pyridazineethyl, pyra^inemethyl and pyrazineethyl ; wherein 
each of R5 and R8 is independently selected from 



(CH 2 ) 




R13 



CssC-V 



R14 



wherein V is selected from \hydrido, alkyl and 
trif luoromethyl; wherein each of R13 and R14 is a 
radical independently selected from hydrido, methyl, 
ethyl, propyl and ethynyl; wnerein R7 is 
cyclohexylmethyl; wherein each of R4 and R6 is 
independently selected from hyVrido and methyl; wherein 
each of Rn and R12 is independently selected from 
hydrido, alkyl, dialkylamino and phenyl; wherein m is 
zero; wherein n is a number selected from zero through 
five; wherein p is a number selected from zero through 
five; and wherein q is a number seVected from zero 
through five; or a pharmaceutically\-acceptable salt 
thereof . 



/ 



6. Compound of Claim ' 5 wherein A is selected 
from CO and SO2 ; wherein X is selected\f rom oxygen atom 
and methylene; wherein each of Ri and Rgi is a group 
independently selected from hydrido, methyl, ethyl, 
n-propyl, isopropyl, benzyl, b, b, b-trif luoroethyl, 
t-butyloxycarbonyl and methoxymethylcarbonyl , and wherein 
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15 



20 



the nitrogen atom to which Ri and Rg are attached may be 
combined with oxygen to form an N-oxide; wherein R2 is 
selected from hydrido, Wethyl, ethyl and isopropyl; 
wherein R3 is selected trom benzyl, cyclohexylmethyl, 
phenethyl, imidazolemetnyl , pyridylmethyl and 2- 
pyridylethyl; wherein eahh of R5 and R8 is independently 
selected from 




(CH 2 ) 



CssC-V 



wherein V is selected from hydrido, alkyl and 
trif luoromethyl; wherein each\ of R13 and R14 is a radical 
independently selected from hfcdrido, methyl and ethynyl; 
wherein R7 is cyclohexylmethyl\; wherein each of R4 and R6 
is independently selected frorrAhydrido and methyl; wherein 
each of Rn and R12 is independently selected from 
hydrido, alkyl and phenyl; wher&in m is zero; wherein n is 
a number selected from zero through three; wherein p is a 
number selected from one through \ three; and wherein q is 
zero or one; or a pharmaceutical ly- acceptable salt 
thereof . 
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7 . Compcaind of Claim 6 selected from 
compounds, their tautbmers, and the pharmaceutically- 
acceptable esters and \salts thereof, of the group 
consisting of \ 
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8. CompouiM of Claim 6. which is Nl-[1R*- 
[ [ [1S,1R*- (cyclohexylmetWl) -2S* , 3R*-dihydroxy- 
hexynyl ] amino ] carbony 1 ] -3Ybutynyl ] -N4 - [ 2 - 
(dimethyl amino) ethyl] -N4-methyl-2S*- 
(phenylmethyl ) butanediamide k or a pharmaceutically- 
acceptable salt thereof. 



9. Compound of Claim 6, which is [1R*- 
[ [ [1R*- [ [ [IS, 1R*- (cyclohexylmfethyl / ) -2S*, 3R*-dihydroxy- 
hexynyl] amino] carbonyl] -3-butwiyl] amino] carbonyl] -2- 
phenylethyl) [2- (dimethylamino) ethyl ]methylcarbamate or 
pharmaceutically-acceptable salt thereof. 



10. Compound of Cla 



\a (Awhich it 

\ If 




Compound of Claim J6 which is 

I ° 



6 




or a pharmaceutically-acceptable salt thereo 
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12 . A pharmaceutical composition comprising 
a therapeutically-^ f ective amount of a renin- inhibiting 
compound and a pharmaceutically-acceptable carrier or 
diluent, said renin- inhibiting compound selected from a 
family of compounds ofc Formula I : 



V" r \i r r i 



Re OH 




( I ) 



OH 



wherein A is selected frmm methylene, CO, SO and SO2 ; 
wherein X is selected from oxygen atom, methylene and 
^.NR 10 with Rio selected from hydrido, alkyl and benzyl; 
wherein each of Ri and Rg \is a group independently 
selected from hydrido, alkVlAcycloalkyl, alkoxyacyl, 
haloalkyl , alkoxy carbonyl , \ beoazyloxy carbony 1 , 
loweralkanoyl , haloalkylacyil , phenyl, benzyl, naphthyl, 
and riaphthylmethyl , any one\ of which groups having a 
substitutable position may Be optionally substituted 
with one or more radicals selected from alkyl, alkoxy, 
alkenyl, alkynyl, halo, haloalkyl, cyano and phenyl, and 
wherein the nitrogen atom to Which Ri and Rg are 
attached may be combined withi oxygen to form an N-oxide; 
wherein R2 is selected from hydrido, alkyl, 
dialkylaminoalkyl, alkylacylamanoalkyl, benzyl and 
cycloalkyl; wherein R3 is selected from alkyl, 
cycloalkylalkyl , acylaminoalkyi, phenylalkyl, 
naphthylmethyl, aryl, heterocyciicalkyl and 
heterocycliccycloalkyl , wherein Ythe cyclic portion of 
any of said phenylalkyl, naphthylmethyl, aryl, 
heterocyclicalkyl and heterocycliccycloalkyl groups may 
be substituted by one or more radicals selected from 
halo, hydroxy, alkoxy and alkyl; wherein each of R4 and 
R6 is independently selected from Aydrido, alkyl, benzyl 
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15 



20 



and cycloalkyl; wherein each of R5 and R8 is 
independently selected from 




C= C-V 



wherein V is selected firom hydrido, alkyl, cycloalkyl, 
haloalkyl, benzyl and phenyl; wherein each of R13 and 
R14 is a radical independently selected from hydrido, 
alkyl, alkenyl, alkynyl A cycloalkyl , phenyl, 
heterocyclic, heterocycliaaLkyl and 

heterocycliccycloalkyl; wherein R7 is selected from 
substituted or unsubstituted alkyl, cycloalkyl, phenyl, 
cycloalkylalkyl and phenyAalkyl , any one of which may be 
substituted with one or more groups selected from alkyl, 
hydroxy, alkoxy, halo, haloalkyl, alkenyl, alkynyl and 
cyano; wherein each of Rn and R12 is independently 
selected from hydrido, alky A, haloalkyl , dialkylamino 
and phenyl; and wherein m is\zero or one; wherein n is a 
number selected from zero thnough five; wherein p is a 
number selected from zero thrbugh five; and wherein q is 
a number selected from zero tArough five; or .a 
pharmaceutically-acceptable salt thereof. 



13 . The composition! of Claim 1"2" wherein A is 
25 selected from methylene, CO, SO\and SO2 ; wherein X is 

selected from oxygen atom, methylene and ^.NRio with Rio 
selected from hydrido, alkyl and\ benzyl; wherein each of 
Rl and R9 is independently selected from hydrido, lower 
alkyl, haloalkyl, cycloalkyl, alk&xycarbonyl , 
30 benzyloxycarbonyl, loweralkanoyl , Vlkoxyacyl, phenyl and 
benzyl, and wherein the nitrogen aQpm to which Rl and Rg 
are attached may be combined with oxygen to form an 
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N-oxide; wherein each of R2, R4 and R6 is independently- 
selected from hydru.do and alkyl; wherein R3 is selected 
from phenylalkyl, maphthylmethyl , cyclohexylalkyl, 
cyclopentylalkyl, heteroarylalkyl and 
heteroarylcycloalkyl; wherein each of R5 and Rq is 
independently selectled from 



R-I3 



R 14 



C= C-V 



10 wherein V is selected firom hydrido, alkyl, haloalkyl, 
yj benzyl and phenyl; wherein each of R13 and R14 is a 

J\ ; radical independently selected from hydrido, alkyl, 

\a alkenyl, alkynyl, cycloalkVl, heteroaryl, 

TO heteroarylalkyl and heteroarylcycloalkyl; wherein R7 is 

S 15 selected from substituted or unsubstituted 
H- cyclohexylmethyl and benzoyl/ either one of which may be 

substituted with one or more groups selected from alkyl, 
hydroxy, alkoxy, halo andmaloalkyl; wherein each of Rn 
and R12 is independently selected from hydrido, alkyl, 
20 dialkylamino and phenyl; wherein m is zero or one; 

wherein n is a number selected from zero through five; 
wherein p is a number selected from zero through five; 
and wherein q is a number selected from zero through 
five; or a pharmaceutically-ajcceptable salt thereof. 
25 \ 

14 . The composition of Claim 13 wherein A is 
selected from methylene, CO, SQ and SO2 ; wherein X is 
selected from oxygen atom, methylene and ^^.NRio with Rio 

selected from hyrido, alkyl and Benzyl; wherein each of 
30 Ri and R9 is independently selecqed from hydrido, alkyl, 
alkoxyacyl, haloalkyl, alkoxycarbonyl , 

benzyloxycarbonyl , and benzyl, and wherein the nitrogen 
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atom to which Ri ^pd R9 are attached may be combined 
with oxygen to form an N-oxide; wherein each of R2, R4 
and R6 is independently selected from hydrido and alkyl; 
wherein R3 is selecaed from benzyl, phenethyl, 
cyclohexylmethyl, phenpropyl, pyrrolidinyl , piperidinyl, 
pyrrolidinylmethyl, oiperidinylmethyl , pyrazolemethyl , 
pyrazoleethyl , pyridylLmethyl , pyridylethyl , 



thiazolemethyl, thiaz&leethyl , imidazolemethyl , 
imidazoleethyl, thienMlmethyl , thienylethyl, 
f uranylmethyl , f uranylethyl , oxazolemethyl , 
oxazoleethyl , isoxazolemethyl , isoxazoleethyl , 
pyridazinemethyl, pyricLzineethyl , pyrazinemethyl and 
pyrazineethyl; wherein §ach of R5 and Rs is 
independently selected tjrom 




c=c-v 



wherein V is selected from hvdrido, alkyl and haloalkyl; 
wherein each of R13 and R14 \s a radical independently 
selected from hydrido, alkyl A alkenyl, alkynyl, thiazole 
and thiazolemethyl; wherein Rw is cyclohexylmethyl; 
wherein each of Rn and R12 is independently selected 
from hydrido, alkyl, dialky lanm.no and phenyl; wherein m 
is zero or one; wherein n is a\number selected from zero 
through five; wherein p is a number selected from zero 
through five; and wherein q is a number selected from 
zero through five; or a pharmace\itically-acceptable salt 
thereof . 

15 . The composition of \claim </ 14 wherein A is 
selected from CO and SO2; wherein k is selected from 
oxygen atom, methylene and "^NRio wjLth Rio selected from 
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hydrido and methyl; wherein each of Ri and Rg is 
independently selected from hydrido, lower alkyl, 
alkoxyacyl, alkoxyfcarbonyl , benzyloxycarbonyl , haloalkyl 
and benzyl, and wherein the nitrogen atom to which Ri 
and R9 are attached\may be combined with oxygen to form 
an N-oxide; wherein R2 is selected from hydrido, methyl, 
ethyl and isopropyl ; Wherein R3 is selected from benzyl, 
phenethyl, cyclohexylmethyl , pyrrolidinyl , piperidinyl, 
pyrrolidinylmethyl, piperidinylmethyl , pyrazolemethyl , 



pyrazoleethyl, pyridyl^iethyl , pyridylethyl , 
thiazolemethyl, thiazoleethyl , imidazolemethyl, 
imidazoleethyl, thienyAnethyl , thienylethyl , 
f uranylmethyl , f uranylelhyl , oxazolemethyl , 
oxazoleethyl, isoxazolem^ethyl, isoxazoleethyl, 
pyridazinemethyl , pyridazineethyl, pyrazinemethyl and 
pyrazineethyl; wherein eactfNpf R4 and R6 is 
independently selected f r^p {i^iydrido and methyl; wherein 
each of R5 and R8 is independently selected from 




c= c-v 



wherein V is selected from hydrido, alkyl and 



trif luoromethyl; wherein each of R13 and R14 is a 
radical independently selected\f rom hydrido, alkyl and 
alkynyl; wherein R7 is cyclohexVlmethyl ; wherein each of 
Rll and R12 is independently selected from hydrido, 
alkyl, dialkylamino and phenyl; wherein m is zero; 



wherein n is a number selected from zero through five; 
wherein p is a number selected from zero through five; 
and wherein q is a number selected^ from zero through 
five; or a pharmaceutically-acceptable salt thereof. 
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16 . The conibosition of Claim 15 wherein A is 
selected from CO and SOD; wherein X is selected from 
oxygen atom and methylene; wherein each of Ri and Rg is 
independently selected fVom hydrido, methyl, ethyl, 
n-propyl, isopropyl, beniyl, b, b, b-trif luoroethyl , 
t-butyloxycarbonyl and mathoxymethylcarbonyl , and 
wherein the nitrogen atom! to which Ri and Rg are 
attached may be combined with oxygen to form an N-oxide; 
wherein R2 is selected fr®m hydrido, methyl, ethyl and 
isopropyl; wherein R3 is delected from benzyl, 
cyclohexylmethyl , phenethytL, pyrazolemethyl , 
pyrazoleethyl, pyridylmethyl , pyridylethyl , 
thiazolemethyl, thiazoleetnyl , imidazolemethyl , 
imidazoleethyl, thienylmetffiyl , thienylethyl , 
f uranylmethyl , f uranylethyl , oxazolemethyl , 
oxazoleethyl, isoxazolemetlwl , isoxazoleethyl , 
pyridazinemethyl, pyridazinfeethyl , pyrazinemethyl and 



pyrazineethyl; wherein eachi 
independently selected from] 




R5 and R8 is 



(CH 2 )- 



?13 



CssC-V 



wherein V is selected from hydrido, alkyl and 
trif luoromethyl ; wherein each of R13 and R3.4 is a 
radical independently selected If rom hydrido, methyl, 
ethyl, propyl and ethynyl; wherlein R7 is 
cyclohexylmethyl; wherein each bf R4 and R6 is 
independently selected from hydrido and methyl; wherein 
each of Rn and R12 is independently selected from 
hydrido, alkyl, dialkylamino ana phenyl; wherein m is 
zero; wherein n is a number selected from zero through 
five; wherein p is a number selected from zero through 
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five; and wherein q\ is a number selected from zero 
through five; or a pjharmaceutically-acceptable salt 
thereof . 



17 . The cc 
selected from CO and 



aposition of Claim If/ wherein A is 
302; wherein X is selected from 



oxygen atom and methylene; wherein each of Ri and R9 is 

a group independently selected from hydrido, methyl, 

ethyl, n-propyl, isoprdpyl, benzyl, b, b, 

\ 

b-trif luoroethyl, t-butyloxycarbonyl and 

V 

methoxymethylcarbonyl , and wherein the nitrogen atom to 
which Ri and R9 are attached may be combined with oxygen 
to form an N-oxide; wherein R2 is selected from hydrido, 
methyl, ethyl and isopropyl; wherein R3 is selected from 
benzyl, cyclohexylmethyl , ^phenethyl , imidazolemethyl , 
pyridylmethyl and 2-pyridy t le-fehyl ; wherein each of R5 and 
R8 



xuyxiueLuyi cuiu ^— pyx Auyu-emiiy 

is independently selecte^Jfr 



rom 




C-V 



wherein V is selected from hydrido, alkyl and 
trif luoromethyl ; wherein each of R13 and R3.4 is a 
radical independently selected vfrom hydrido, methyl and 
ethynyl; wherein R7 is cyclohexy^lmethyl ; wherein each of 
R4 and R6 is independently selected from hydrido and 
methyl; wherein each of Rn and R12 is independently 



selected from hydrido, alkyl and phenyl; wherein m is 
zero; wherein n is a number selected from zero through 
three; wherein p is a number selected from one through 
three; and wherein q is zero or oney or a 
pharmaceutically-acceptable salt thereof. 
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18. The \composition of Cla^m" 17 wherein said 
renin- inhibiting compound is selected from compounds, 
their tautomers, and\ the pharmaceutically-acceptable 
esters and salts thereof, of the group consisting of 
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19. They composition of ClaimXf7 wherein said 
renin-inhibiting cokpound is Nl- [1R*- [ [ [is, 1R*- 
(cyclohexylmethyl ) -2E* , 3R*-dihydroxy- 
hexynyl] amino] carbonyu] -3-butynyl] -N4- [2- 
(dimethylamino) ethyl] AN4-methyl-2S*- 
(phenylmethyl)butanedi^mide or a pharmaceutical ly- 
acceptable salt thereoJ 



10 



15 



20 



20. The composition of Claim 27 wherein said 
renin-inhibiting compound is [1R*- [ [ [1R*- [ [ [IS, 1R*- 
(cyclohexylmethyl) -2S* , 3RV-dihydroxy- 

hexynyll] amino] carbonyl] -A-butynyl] amino] carbonyl] -2- 
phenylethyl) [2- (dimethylamlno) ethyl ] methylcarbamate or a 
pharmaceutically-acceptabls salt thereof. 



21. The composition of Claim /l7 wherein 
said renin-inhibiting compound is 



CF,' 



*N' 




O \ S 

6 



22 . The composition of CXLaim YJ wherein said 
renin-inhibiting compound is 



25 



I g f H °\ 

O - H 0 . =.1 

O 



or a pharmaceutically-acceptable salt thereof 



117 



23 . A therapeutic method for treating a circulatory- 
disorder or a circulatory-related disorder, said method 
comprising administering to a subject susceptible to or 
afflicted with such disorder a therapeutically-ef f ective 
amount of an active compound 
of Formula I: 



Rl1 R 12 




( I ) 



wherein A is selected from methylene, CO, SO and S02; 
wherein X is selected from oxygen atom, methylene and 
^^.NRio with Rio selected from Vhysdrido, alkyl and benzyl; 
wherein each of Ri and R9 is algjtoup independently 
selected from hydrido, alkyl, cVcloalkyl, alkoxyacyl, 
haloalkyl , alkoxycarbonyl , benzvloxycarbonyl , 
loweralkanoyl , haloalkylacyl , phenyl , benzyl , naphthyl , 
and naphthylmethyl , any one of which groups having a 



substitutable position may be optVonally substituted 
with one or more radicals selected from alkyl, alkoxy, 
alkenyl , alkynyl , halo , haloalkyl , \ cyano and phenyl , and 
wherein the nitrogen atom to which ki and R9 are 
attached may be combined with oxygen to form an N-oxide; 
wherein R2 is selected from hydrido ,\ alkyl, 
dialky laminoalky 1, alkylacylaminoalky^. , benzyl and 
cycloalkyl; wherein R3 is selected from alkyl, 
cycloalkylalkyl, acylaminoalkyl , phenyValkyl, 
naphthylmethyl, aryl, heterocyclicalky]\ and 
heterocycliccycloalkyl , wherein the cyclXic portion of 
any of said phenylalkyl, naphthylmethyl, \aryl, 
heterocyclicalkyl and heterocycliccycloalWl groups may 
be substituted by one or more radicals selected from 
halo, hydroxy, alkoxy and alkyl; wherein each .of R4 and 
R6 is independently selected from hydrido, aukyl, benzyl 

\ 
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and cycloalkyl; whferein each of R5 and R8 is 
independently selected from 




C-V 



wherein V is selected fro^a hydrido, alkyl, cycloalkyl, 
haloalkyl, benzyl and phenyl; wherein each of R13 and 
Rl4 is a radical independently selected from hydrido, 
alkyl, alkenyl, alkynyl, cycloalkyl, phenyl, 
heterocyclic, heterocyclicalkyl and 

heterocycliccycloalkyl; wheVein R7 is selected from 
substituted or unsubstituted [alkyl , cycloalkyl, phenyl, 
cycloalkylalkyl and phenylal'ksLxT any one of which may be 
substituted with one or more\groups selected from alkyl, 
hydroxy, alkoxy, halo, haloalWyl, alkenyl, alkynyl and 



cyano; wherein each of Rll an^ R12 is independently 
selected from hydrido, alkyl, haloalkyl, dialkylamino 
and phenyl; and wherein m is zero or one; wherein n is a 
number selected from zero through five; wherein p is a 
number selected from zero through five; and wherein q is 
a number selected from zero through five; or a 
pharmaceutically-acceptable salt \thereof . 



24. The method of Claim, 23 "wherein A is 
25 selected from methylene, CO, SO and SO2 ; wherein X is 

selected from oxygen atom, methylene, and ^.NRio with Rio 

selected from hydrido, alkyl and benzyl; wherein each of 
Rl and Rg is independently selected from hydrido, lower 
alkyl, haloalkyl, cycloalkyl, alkoxyca^bonyl , 
30 benzyloxycarbonyl, loweralkanoyl , alko^-acyl, phenyl and 
benzyl, and wherein the nitrogen atom t& which Ri and R9 
are attached may be combined with oxygen\to form an 
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N-oxide; wherein each of R2 , R4 and R6 is independently- 
selected from hydrido\and alkyl; wherein R3 is selected 
from phenylalkyl, napnfchylmethyl , cyclohexylalkyl , 
cyclopentylalkyl , hetesoarylalkyl and 
heteroarylcycloalkyl; wnerein each of R5 and R8 is 
independently selected |rom 



(CH 2 )- 



C= C-V 



wherein V is selected from \hydrido, alkyl, haloalkyl, 
benzyl and phenyl; wherein ea£& of R3.3 and R14 is a 
radical independently selectiel^Jf rom hydrido, alkyl, 
alkenyl, alkynyl, cycloalkylv heteroaryl, 
heteroarylalkyl and heteroarytlcycloalkyl ; wherein R7 is 
selected from substituted or knsubstituted 
cyclohexylmethyl and benzyl, either one of which may be 
substituted with one or more groups selected from alkyl, 
hydroxy, alkoxy, halo and haloalkyl; wherein each of Rn 
and R12 is independently selected from hydrido, alkyl, 
dialkylamino and phenyl; whereimm is zero or one; 
wherein n is a number selected fAom zero through five; 
wherein p is a number selected from zero through five; 
and wherein q is a number selected from zero through 
five; or a pharmaceutically-acceptable salt thereof. 
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25. Thd method of Claim 24 wherein A is 
selected from methylene, CO, SO and SO2 ; wherein X is 
selected from oxyge\ atom, methylene and ^.NRio with Rio 

selected from hyrido\ alkyl and benzyl; wherein each of 
Rl and Rg is independently selected from hydrido, alkyl, 
alkoxyacyl, haloalkylX alkoxycarbonyl , benzyloxycarbonyl 
and benzyl , and whereim the nitrogen atom to which Ri 
and R9 are attached may\be combined with oxygen to form 
an N-oxide; wherein eacA of R2 , R4 and R6 is 
independently selected fnom hydrido and alkyl; wherein 
R3 is selected from benzyl, phenethyl, cyclohexylmethyl , 
phenpropyl, pyrrolidinyl , tpiperidinyl , 

pyrrolidinylmethyl , piperiainylmethyl , pyrazolemethyl , 
pyrazoleethyl, pyridylmethytL , pyridylethyl , 
thiazolemethyl , thiazoleetlAl *oimidazolemethyl, 
imidazoleethy 1, thienylmethyil Wtftienylethyl , 
f uranylmethyl , f uranylethyl , \oxazolemethyl , 
oxazoleethyl , isoxazolemethylV isoxazoleethyl , 
pyridazinemethyl , pyridazineefthyl , pyrazinemethyl and 
pyrazineethyl; wherein each of\ R5 and R8 is 
independently selected from 



c=c-v 




wherein V is selected from hydrido, \alkyl and haloalkyl; 
wherein each of R13 and R14 is a radUcal independently 
selected from hydrido, alkyl, alkenylL alkynyl, thiazole 
and thiazolemethyl; wherein R7 is cyclohexylmethyl ; 
wherein each of Rn and R12 is independently selected 
from hydrido, alkyl, dialkylamino and pkenyl; wherein m 
is zero or one; wherein n is a number selected from zero 
through five; wherein p is a number selected from zero 



121 



through five; and wherein q is a number selected from 
zero through five; or\ a pharmaceutically-acceptable salt 
thereof . 

26. The metkod of Claim/25 wherein A is 
selected from CO and SOs; wherein X is selected from 
oxygen atom, methylene apd ^.NRio with Rio selected from 
hydrido and methyl; wherein each of Ri and R9 is 
independently selected frpm hydrido, lower alkyl, 
alkoxyacyl, alkoxycarbonyl , benzyloxycarbonyl , haloalkyl 
and benzyl , and wherein tne nitrogen atom to which Ri 
and R9 are attached may be\ combined with oxygen to form 
an N-oxide; wherein R2 is Selected from hydrido, methyl > 
ethyl and isopropyl; wherein R3 is selected from benzyl, 
phenethyl, cyclohexylmethyl \ pyrrolidinyl , piperidinyl, 
pyrrolidinylmethyl, piperidiViV^Rethyl , pyrazolemethyl, 
pyrazoleethy 1 , pyridylmethyl \ pyridylethy 1 , 
thiazolemethyl , thiazoleethyli, imidazolemethyl , 
imidazoleethyl, thienylmethyll thienylethyl, 
f uranylmethyl , furanylethyl , oxazolemethyl , 
oxazoleethyl, isoxazolemethyl ,\ isoxazoleethyl , 
pyridazinemethyl , pyridazineetmyl, pyrazinemethyl and 
pyrazineethyl; wherein each of 1R4 and R6 is 
independently selected from hydrido and methyl; wherein 
each of R5 and Rq is independently selected from 



(CH 2 )- 



R13 
c— 

I 



:=c-v 



wherein V is selected from hydrido, alkyl and 
trif luoromethyl; wherein each of R13 afr-d R14 is a 
radical independently selected from hyarido, alkyl and 
alkynyl; wherein R7 is cyclohexylmethylV wherein each of 
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Rll and R12 is independently selected from hydrido, 
alkyl, dialkylamino ahd phenyl; wherein m is zero; 
wherein n is a number selected from zero through five; 
wherein p is a number selected from zero through five; 
and wherein q is a numbeV selected from zero through 
five; or a pharmaceuticaily-acceptable salt thereof. 



^aim/^e 



xs 



27. The methodVof Claim/26 wherein A is 
selected from CO and SO2 ; Vherein X is selected from 
oxygen atom and methylene; Wherein each of Ri and Rg 
independently selected from\ hydrido , methyl, ethyl, 
n-propyl, isopropyl, benzyl A b, b, b-trif luoroethyl , 
t - bu ty loxy car bony 1 and methokymethylcarbonyl , and 
wherein the nitrogen atom to Which Ri and Rg are 
attached may be combined withl pxsegen to form an N-oxide 
wherein R2 is selected from hyarido, methyl, ethyl and 
isopropyl; wherein R3 is selected from benzyl, 
cyclohexylmethyl , phenethyl, pyrazolemethyl, 
pyrazoleethyl, pyridylmethyl , pyr idyl ethyl , 
thiazolemethyl, thiazoleethyl , Imidazolemethyl , 
imidazoleethyl , thienylmethyl , tpienylethyl, 
f uranylmethyl , f uranylethyl , oxazolemethyl , 
oxazoleethyl, isoxazolemethyl, isbxazoleethyl, 
pyridazinemethyl , pyridazineethyll pyrazinemethyl and 
pyrazineethyl; wherein each of R5 \.nd Rs is 
independently selected from 



(CH 2 )- 



R13 



•c- 

I 

R-,4 



wherein V is selected from hydrido, alkyl and 
trif luoromethyl ; wherein each of R13 and|Ri4 is a 
radical independently selected from hydrido, methyl, 
ethyl, propyl and ethynyl; wherein R7 is 
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cyclohexylmethyl ; Wherein each of R4 and R6 is 
independently selected from hydrido and methyl; wherein 
each of Rn and R12 Vs independently selected from 
hydrido, alkyl, diallVlaniino and phenyl; wherein m is 
zero; wherein n is a number selected from zero through 
five; wherein p is a number selected from zero through 
five; and wherein q is a number selected from zero 
through five; or a pharrriaceutically-acceptable salt 
thereof . 

28, The method\ of C lain/2 7 wherein A is 
selected from CO and SO2 ; wherein X is selected from 
oxygen atom and methylene; Wherein each of Ri and R9 is 
a group independently selected from hydrido, methyl, 
ethyl, n-propyl, isopropyl, Vbenzyl, b, b, 
b-trif luoroethyl , t-butyloxycJ^rjbo'nyl and 
methoxymethylcarbonyl , and wAerein the nitrogen atom to 
which Ri and Rg are attached may be combined with oxygen 
to form an N-oxide; wherein R2\ is selected from hydrido, 
methyl, ethyl and isopropyl; wnerein R3 is selected from 
benzyl, cyclohexylmethyl, pheneVhyl , imidazolemethyl , 
pyridylmethyl and 2-pyridylethyi; wherein each of R5 and 
R8 is independently selected from 




wherein V is selected from hydrido, alkyl and 
trif luoromethyl ; wherein each of R13 and R3.4 is a 
radical independently selected from hyoarido, methyl and 
ethynyl; wherein R7 is cyclohexylmethyl\ wherein each of 
R4 and R6 is independently selected froira hydrido and 
methyl; wherein each of Rn and R12 is independently 
selected from hydrido, alkyl and phenyl; Vherein m is 



-2676/1 
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zero; wherein n is a number selected from zero through 
three; wherein p ite a number selected from one through 
three; and wherein V is zero or one; or a ' 
pharmaceutically-acaeptable salt thereof. 
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29. The method of Claim 28 wherein said 
compound is selected firom compounds, their tautomers, 
and the pharmaceutically-acceptable esters and salts 
thereof, of the group consisting of 
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C = CH 
OH 
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° 7 H O v OH 
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and 



30. The method of ClaUm 28 wherein said 
compound is Nl- [ 1R*- [ [ [ IS , 1R* - ( cylclohexylmethyl ) - 

2S* , 3R*-dihydroxy-hexynyl] amino] carbonyl] -3-butynyl] -N4- 
[2- (dimethylamino) ethyl] -N4-methylV2S*- 
(phenylmethyl)butanediamide or a pnarmaceutically- 
acceptable salt thereof. 

31. The method of Claim 2j6 wherein said 
compound is [1R*- [ [ [1R*- [ [ [IS, 1R*- (cy&lohexylmethyl) - 
2S* , 3R*-dihydroxy-hexynyl] amino] carbonyl] -3- 
butyny 1 ] amino ] carbonyl ] -2 -phenylethy 1 ) \\2 - 
(dimethylamino) ethyl] methyl carbamate or\a 
pharmaceutically-acceptable salt thereoi 
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compound is 



The method of Claim 28 wherein said 



compound is 




or a pharmaceutically-acceptable, salt thereof. 

34. The method of Clalir/ 23 wherein said 
circulatory disorder is a cardiovascular disorder. 

35. The method of ClaiV34 wherein said 
cardiovascular disorder is hypertension. 

36. The method of Claim|23 wherein said 
circulatory-related disorder is glaucoma. 



